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1. A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1.17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1.17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 
3/9/2004 has been entered. 

2. The previously pending rejections are withdrawn in view of the amended claims. 

3. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

4. Claims 36,58-63,65-68 are rejected under 35 U.S.C. 112, first paragraph, 
because the specification, while being enabling for the claimed method that uses the 
D227A mutant, does not reasonably provide enablement for the method that uses 
combinations of the amino acid substitutions recited in the claims or amino acid 
substitutions other than D227A. The specification does not enable any person skilled in 
the art to which it pertains, or with which it is most nearly connected, to practice the 
invention commensurate in scope with these claims. 

The specification is not enabling for the claimed method that uses combinations 
of the amino acid substitutions recited in the claims or amino acid substitutions other 
than D227A. Applicant has not enabled the breadth of the claimed invention in view of 
the teachings of the specification because the use for the instant invention disclosed in 
the specification is the treatment of disease in vivo. The state of the art is such that is 
unpredictable in the absence of appropriate evidence as to how the instant invention 
could be used for treating disease using combinations of the amino acid substitutions 
recited in the claims or amino acid substitutions other than D227A. 
Judge Lourie stated in Enzo Biochem Inc. v. Calgene Inc. CAFC 52 USPQ2d 1129 
that: 
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The statutory basis for the enablement requirement is found in Section 1 12, Para. 1, 
which provides in relevant part that: 

The specification shall contain a written description of the invention, and of the manner 
and process of making and using it, in such full, clear, concise, and exact terms as to 
enable any person skilled in the art to which it pertains, or with which it is most nearly 
connected, to make and use the same. . . . 

35 U.S.C. Section 112, Para. 1 (1994). "To be enabling, the specification of a patent 
must teach those skilled in the art how to make and use the full scope of the claimed 
invention without 'undue experimentation.' " Genentech, Inc. v. Novo Nordisk, A/S , 
108 F.3d 1361, 1365, 42 USPQ2d 1001, 1004 (Fed. Cir. 1997) (quoting In re Wright , 
999 F.2d 1557, 1561, 27 USPQ2d 1510, 1513 (Fed. Cir. 1993)). Whether claims are 
sufficiently enabled by a disclosure in a specification is determined as of the date that 
the patent application was first filed, see Hybritech, Inc. v. Monoclonal Antibodies, 
Inc. , 802 F.2d 1367, 1384, 231 USPQ 81, 94 (Fed. Cir. 1986), which in this case is 
October 20, 1983 for both the '931 and '149 patents. 

We have held that a patent specification complies with the statute even if a 
"reasonable" amount of routine experimentation is required in order to practice a 
claimed invention, but that such experimentation must not be "undue." See, e.g., 
Wands , 858 F.2d at 736-37, 8 USPQ2d at 1404 ("Enablement is not precluded by the 

necessity for some experimentation However, experimentation needed to practice 

the invention must not be undue experimentation. The key word is 'undue,' not 
'experimentation.' ") (footnotes, citations, and internal quotation marks omitted). In In 
re Wands , we set forth a number of factors which a court may consider in determining 
whether a disclosure would require undue experimentation. These factors were set 
forth as follows: 

(1) the quantity of experimentation necessary, (2) the amount of direction or guidance 
presented, (3) the presence or absence of working examples, (4) the nature of the 
invention, (5) the state of the prior art, (6) the relative skill of those in the art, (7) the 
predictability or unpredictability of the art, and (8) the breadth of the claims. 
Id. at 737, 8 USPQ2d at 1404. We have also noted that all of the factors need not be 
reviewed when determining whether a disclosure is enabling. See Amgen, Inc. v. 
Chugai Pharm. Co., Ltd. , 927 F.2d 1200, 1213, 18 USPQ2d 1016, 1027 (Fed. Cir. 
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1 991 ) (noting that the Wands factors "are illustrative, not mandatory. What is relevant 
depends on the facts."). 

Regarding Wands factor (3), there are no working examples in the specification using 
the F47A, N128A, H187A or H225A SEA mutants in the claimed method or examples 
using combinations of the mutations recited in claim 36 in the claimed method. 
Regarding Wands factors (4) and (8), the claims encompass treatment of disease in 
vivo. Regarding Wands factors (5) and (7), there is a high degree of unpredictability in 
the art. For example, Forsberg et al. disclose that while a SEA mutant containing 
D227A was used to treat tumors in a SCID mouse model (see abstract), a mutant 
containing a F47A/D227A was not used because it did not appear that such a mutant 
would work ("However, binding to MHC class II is important to obtain inflammatory 
cytokines and to activate T-cells. Therefore, the second MHC class II binding site 
surrounding Phe 47 was not altered. )(see page 135, second column, first complete 
paragraph). Thus, it is unclear whether a mutant using combinations of the substitutions 
recited in claims could be used to treat disease in vivo. Furthermore, regarding any 
particular substitution other than D227A, as stated above, a certain degree of MHC 
class II binding needs to be found in order to obtain inflammatory cytokines and to 
activate T cells. For example, Figure 4 of Forsberg et al. shows that the D227A SEA 
mutant has a particular effect on cytokine secretion in vivo. There is no evidence of 
record that the other mutants recited in the claims would have similar effects. In 
addition, Newton et al. discloses that SEA D227A activates a specific subset of VB 
whilst SEA F47A activates a different subset of VB. Thus, it is unclear whether SEA 
F47A would activate T cells in vivo that are activated by SEA D227A and therefore it is 
unclear whether other SEA mutants would activate T cells required to treat disease. 
Based on the aforementioned undue experimentation would be required of one skilled in 
the art to practice the instant invention using the teaching of the specification. 

5. Claim 69 is objected to as being dependent upon a rejected base claim, but 
would be allowable if rewritten in independent form including all of the limitations of the 
base claim and any intervening claims. 



6. 



Claim 70 is allowed. 
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7. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Ron Schwadron, Ph.D. whose telephone number is 571 
272-0851. The examiner can normally be reached Monday to Thursday from 7:30am 
to 6:00pm. If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, Christina Chan, can be reached on 571 272 0841. The fax 
phone number for the organization where this application or proceeding is assigned is 
703-872-9306. Information regarding the status of an application may be obtained from 
the Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 
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